Short summary 23
We report the clinical history, immunological phenotype and causal mutation for two patients 24 with CD21 deficiency. The two siblings were born to consanguineous French parents ( Figure E1 ). The proband (P1), 47 a 14-year-old girl, was first referred at the age of seven years, for recurrent otitis media and 48 bronchitis, which persisted despite three adenoidectomies and multiple grommet insertions. 49 She also had undocumented lobar pneumonia at the age of 12 years. Immunological tests 50 performed at the age of seven years revealed low levels of immunoglobulin (Ig) G1, resulting 51 in low levels of IgG. IgG and IgG1 levels were normal at the age of 10 years. IgG to tetanus 52 and diphtheria were reduced despite routine immunization (Table E1 ). This patient developed 53 partial conductive deafness, despite the systematic treatment of otitis media with antibiotics. 54
Histological analysis of an adenoid sample showed a hypertrophic mucosa with florid 55 hyperplasia of the secondary lymphoid follicles. Germinal centers contained large numbers of 56 macrophages, the cell bodies of which were readily stained. Interfollicular areas contained 57 E2). P1's 11-year-old brother (P2) was first referred at the age of five years, for recurrent 59 otitis media, rhinopharyngitis and bronchitis, which have begun at the age of four months. He 60 underwent one adenoidectomy and two grommet insertions. Initial immunological 61 explorations showed normal levels of IgG but slightly low levels of IgG1. P2 then developed 62 mild hypogammaglobulinemia between the ages of 7 and 11 years. IgG to tetanus and 63 diphtheria were reduced despite routine immunization. After booster injections, the titers of 64 antibodies specific for tetanus toxoid reached protective levels in the two patients, whereas 65 those for anti-diphtheria toxoid antibodies remained low (Table E1 The two patients reported here had more severe clinical and immunological phenotypes than 96 the first two patients to be described 2,3 ( Table 1) . As our patients were born to 97 consanguineous parents, we cannot rule out the existence of other pathogenic variants in their 98 genomes, although laboratory investigations detected no other immunological abnormality. 
